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l ] 

-ttS: (I) 




CO z R 4 



(I) 



^n^wti, ^r/i, ci-4W*f*at s^nr 7 r 8 » cat*, r 

*frU R 3 fil7I;M31i^ny>m?-C-g«l$tLTV>T^ X^C 

( i ) [ 3 _ (2- |5-*f*-2- [4- (HJ7J^n^fJV) 

_ j 5 v^n 2 - [4- ( 7**n.*f *) 7i-*] 

>/_;V_ 4 -^f;i/} ib^r-» -4->f*7x-JV] fijsBL (3) 



7f;v^ 
It 



*; 



7 3- 



tr^ij v> - i - 

(2) [3- (2 
-1, 3-**^f 
[3- (2- |5- 



^^ ;V/ _2- [4- ( b i; yjulru* f *) ^'jyv-l-'f*] -1. 3-f7V- 
;l/ _ 4 _^ ;V/ } xh^) -4->f*7x-*] ML (4) [3- (2- 15->TV 
7ne*-2- [4- (MJ7;v*n^>Jfy) 7*-*] -1, 3 V-*- 4 
iKy) - 4 ->f;V7x-;V] ML Sfctt (5) (3- |2- [2- (2 
2-y7Wn-l 3-/<>>/^JfV-^-5-^) - 5-<f V7*nt?*- l 
3 -^-^-y-y- ;v_ 4->f*] xf^y| -4->f*7x-;V) MTC* 1 bB 

P P A R^tttt^UR^TKi* XTf/Zit 5 faW^m^^o 

[»3fc«7] 
P P AR^P PAR 

[W*«8] 

ppar^ ^i4^B* s ^flWiflL^ t tz \±mm&x*> *> mm 7 ibs 
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H8*St#*tt*ACATIM*lU MTPIMJW, HMG-CoAlWItlPK JEtt-BftK 

o 

J5||^-j|| 12] 
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[0 0 0 1] 

vttx&m\ 

[0 0 0 2] _ ^ 

rt$S#-C*4^>u**'>V-Aii5fiai<Stt'fI;^S#: (Peroxisome Pro 1 iterator Activa 
ted Receptor ; JSJIT, PPARt & ) *«ttB **LTV>4 0 PPARtf. 

t»li e< 5, y <7) 3 5|I3R7& ? £n tLTV^J. Steroid Biochem. Molec. Biol., 51, 157 ( 
1994) ; Gene Expression., 4, 281 (1995) ; Biochem Biophys. Res. Commun. , 224, 
431 (1996) ; Mol. Endocrinology., 6. 1634 (1992) #?.?>) o $ <b ^ yffltt^fc 

mwmm. %&nm. mw. mm, «ffltt-fefcj»imii. iff*. aput-esmu 

8Ml*^'mffi.&&m*M>btl-f : gm&}K%%LLX^& ZhtftobtlX^Z (Endocrinol 
ogy., 137, 354 (1996) #SS) o 
[0 0 0 3] 

\£*jn)9*S*. ->^V*V*>, uZstr*)9V>* Fn^'jr/>fWf7y'jy>i 
j*#:M\ "f >*-tK#3B«R*! (NIDDM) LffclfctL-C* 0 - 

[0 0 0 4] 

P ARy ^>|fc^1£&^yc£^££ t^J^LTV^ (Endocrinology., 137, 4189 (19 
96) ; Cell., 83. 803 (1995) ; Cell., 83. 813 (1995) : J- Biol. Chem. , 270, 129 
53 (1995) #PJ0 o f£ot\ PPARr^fitt^HiPPARyftttflSM ( 

ifc, PPAR/7^ httPPARySSi^Ol&SSr^tiil-Sifc^ftl^tL-CV** 
(Genes & Development. , 10, 974 (1996) ) Ztfrh, PPAR r *i8ttftti?>*4 

[0 0 0 5] 

tfiS##PPARy {iltl»«Blia^b^MfeoTi5») (J. Biol. Chem., 272, 5637 ( 
1997) jSJtfCell.. 83. 803 (1995) #J80 > £*L*iStt-ffc^* 4^77 V v>ft&# 

#:WMM&**INfe3-«\ #m*iJ)n, JBil ! 6:*jlBi-*fcO##* t af**«.^ (Lancet., 349. 
952 (1997) #B8) o ClttibOit^'bPPARy Of^fi&^J (7=^-^b) - ttzW:&& 

*<o»a*J«init?§*PPARr«S*^3l#Jtt, iiftT^ffl, fl&gteTftfflSr^L 
tv»4£t*e», « • SlgfttMM »R*5, i^MlflL^ 

fn-M^ fiHDL (lS^'J*°iS) ILDL (tfS'J^lfi) ^M. ft 

TG (hV^'J-fe?^ K) JfiL^#) . l&JWBMfc^ <ti>JttL*£.ft, jb*£. ^^'^^ 

[0 0 0 6] 

7 4 7V- hM'&ft^iWS^ifi®^- 0 ^ P P A R « 4 i Hfli L 
TV>& (Nature., 347. 645 (1990) I J- Steroid Biochem. Molec. Biol., 51, 157 ( 
1994) ; Biochemistry., 32, 5598 (1993) #JS0 o ZHb<DZtfrh, PPAR«f£» 
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t T^rffl "C * & i t £ *i & o 

(W09 7 3 6 5 7 9Wt) o Sfc, P P AR « OfHft*K J: oTKK ( 
a^rn-JK HDL, L D Lis i f U ^ V * 9 4 K*) ©ftMH«i4Wfl**ft** 
fc (J. Lipid Res., 39. 17 (1998) ) . *MU #»fi (HDL) 

n-;v±#M^. fifS'^ie (LDL) 3 n-^SfifK'J'flfi (VLD 

A >&fo J &<D%tLm*mtt>btitztm&2i'i^^Z> (Diabetes., 46, 348 (1 

997)^) o ffiotPPAR«tmt47^b^PPAR«SSi#«»S*t* 
t*PPARaSeHmiE31»J«, KKftTffcfflfctfL. "TV** flIWft 

Uh^ij-b7^ Fit*) . ttRflMlafe, 'kJfiL*#sm, ^^^J^f/Kn 
-a*) % ^jflLffi. iw»**A*©TO**^/*^»*»^ kl ' T *^' c ** £k ^ 

P P AR d Mfcfci&ttftLfcy K*P PAR*mta4»ffittO«f 
tt>I>*v>o PPARSit fcSKPPARjff. **v*tftfc hO»*fcttMUClfc**fc**v*' 
v*S 0 £*L*T?fcPPAR*©£W*H*fcL.-t\ hMJClB (fc bNUCl 4:17 5 7 P 
PARt^M^) ^>PPAR««I*^>^^-^»»i 
SCfc^StLTV** (WO 9 6 0 1 4 3 0^W«B») . ftifi^ii. P P AR 51 

fi*lc*v>»Rltt**U PPAR^*IP«ttftt*ft«l (7^>) 
*U S&K**L<b<0<fr&»**HDL (OTK'J^se) 3^rn-;Wffl*ttt 
v>S£fcj&*«^$*Lfc (WO 9 7 2 8 1 4 9^M#) « ftoT, P P A R <5 fciStettt? 

«xtf, SflBJflUE (]|3^rD-^m fiH 

DLM, HLDLM, SSTGJflLfil*) * ttWKflaE. ^JfiL»£,i„ JE»Je. 

fc*«HlflUv>*fc* (Proceedings of the 
National Academy of Sciences of the United States of America, 98(91. 5306. (200 
1)) , PPAR*7^^fflKi4LDLfiTftlKJ:^ j&Stt^L, BbR 
ftSHfe* (ttxtf. i^SWlfiL^ (flaw^f u-ZHiUlE, iHDLM, ^LDLM, J 

L^L. 1 PPARyT^ h<&5^ -£&0|g%-Trli]Frl«rt ? ^S *tT*3 *) E£lp a p 

##j& f 4<, ppar7^ h*gMM-*±^#^iis*^tBfci'****»*"*'* 

[0011] 

-2f> -ft* (A) 
[0 0 12] 
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(R 1A )nA 




R 4A 



A 1A -A 2 ^4^ 3 - (A) 



-R 3A 



A 3A ' 



[0 0 13] 

A 1 A {±C l~47^1/>i^ ; A 2 A li-O-at; A 3 a liCHlf ; nA 
Wt 1 - 5 ; R 1 A tt^ny>jR^ hijAD>f;H, h U ad ^ h * ; R 2 A ti 

Cl~4 7Wi, F'j;ND>fjH^;Cycl A lil, 3-f T'/'J 1, 
3 -^-^-g-^/ij wgg^t ; C y c 2 A tt&#3H^ ^rnfl ; R 3 A tt^fgll^ C 1 
~8 7;^;v»f ; R 4 A li-A 4 A -CR 8 A R 9 A -C00R 7 A Sf A 4 

A ;r 7A , r 8 A , r 9A it^mm*. c 1 ~ 4 T^^a?) *m.t>-t<> ) -c 

[0 0 14] 

[^itl] gH^<Zr§B^9 9/4 6 2 3 2^r/7Un 
[0 0 15] 

[0 0 16] 

«riBR«fc«*. ^n^^ti^^Wt-ffo/c^*. tire— «3£ (a) -e^stL-Mb 

(1) — (I) 
[0 0 17] 
[<b2] 



(I) 



[0 0 18] 

(5£>K R 1 isitfR 2 li-f-ivrrt-SufcLT, tK«HT-> Cl-8 7M^i, ^nyv 
;\n^;i^:t*. ->7;i, Cl-4 7^^ti, f/cfiNR 7 R 8 2? R 

7 js^r 8 tt-etL-r^aiLT, *mw^> ifciici-47w**^t, ) * 

SffcU R 3 tt 1 ^M3fli^ny>lR^--Cltift$tLTV>T4 iv^C 1 - 8 7****, 
Sfctt7 U R 4 tt**®^. $fcttCl-87^*/Ht«:S*?U R 5 

jsitfR 6 ti-etL-rtL^LT. Tfc^iT^ ifcliCl-4 7^***W, Sfc 
JiR 5 t R 6 . tiHSJi-S^SfST-fc-iltfcflroT^^ISr^jasUTfe J: <. XttflfcftJR^ 
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^a£T**t«r* (i) sb*^^^ 

(3) R 2 /5^-f-;v»> xf;Hg, yntf;v^ ^7 7nb>i, 'Of-** 
7x-^iifctt2 2, 2- h'j7)l/*nif^*^M (1) IB|ftOlfr£$&K 
\ 4) (1) [ 3 _ ( 2 - i 5 2 - [4- (HJ7^Q^f^) bT^C'J *J> 
-i-jfr-] -l, 3-f7 > /-^-4-^H x^y) 7x-^] ft®, (2) [3 
_ ( 2 _ J5 -/fy7ne;i/- 2 - [4- (h'J7^*n^fJV) 7 .x — ;v] -1, 3- 
^^-9-V_;V_4 x^-» -4-^f;V7xx;v] H=m. (3) [3- (2- 
| 5 _j.^;v_2- [4- (HJ7^tn^f;v) tf^i; l --f ;v] -1, 3-f- 
7v r_ jv _ 4 _^ ;v| ih^y) (4) [3- (2- |5 

-^v7ne;i/-2- [4- ( HJ "7 >u * n > b * >» 7x-^] -1, 3-**^V- 
;V _4_^;H aLh^i/) -4-^f;V7xx;V] ft®, ttzl* (5) (3- |2- [2 
- (2 2-y'7;^n-l, 3-^>Vyt^fV-^-5-'f;v) -5-^V7°ni:;v 
_ lf 3 4 ->fj|/] xt>if-y| -4->f;V7x^) ffcm-e&&lnK 

(i) _^ 

(5) ira (i) mm^t^m, *<Dm.ttzaz<Dmmmm, ifciiwni-?^* 

(6) PP A R^ftttft*^ i^/* *** (5) 

(7) PPAR^PPAR^t$)^OT (6) fB^M^K 

(8) PP AR d tel*Bm&"?*>&1ti& (7) iB«©*&&*> 

±t zm.%-&t>*£-c%2>mm (5) ism^a^®. _ 

(10) UiRd:##J**A C ATlt^K MTPffift&k HMG-C o A«x**lfiW*iJ. 

w*»**n&fij&'»fc#-5-i-* - p p a R^fett**©^!*^ «£ ^/t 

(12) P P ARMttiW^ J: ff/ifcliWJ* ( 1 ) IB 

[0 0 19] 

R 1 , R 2 ^ilfR 4 -C7F£*l£C l-87^iJ: LT*±, 0|;lMr*^/K 
n -Vne;K -fy^ot';K n-7*-/K ^V7fK s e c tert- 
W;k ^>?-;k ^*~>;k ^t^k t^f ^Ji^^C l - 8 

[0 0 2 0] _ _ 

R 1 SitfR 2 -C^StL&^ny^lil^fc L"r*i, ffil&wr? ttftC. 

[0 0 2 1 ] 

R 1 fcitfR 2 -C^StlSC l-47^a + ->*tLtli, h*~>. ih^rv 

n _y n ##y, ^y^n^y, n-7b*2/ % Bec-7"F*'A 

[0 0 2 2] . . 

[0 0 2 3] 

R 1 £ itfR 2 -C7f3*l* h V^d^ > *->gt LTfi, Wilfa •>^JS^> ^JtHCT- 
[0 0 2 4] 
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[0 0 2 5] 

^.j- n _7»n feT^f-*, 4 V-fxiM***^ n-yf^ft, 'fV^ft, se 
c -yl^Vf.^ ter t-^^*»»^>lt« 3 K*fe*4*«i««)Cl-4T>l'3*-> 

[0 0 2 6] 

R 5 . R 6 , R 7 iSJ^R 8 -TrTFStL&C 1 - 4 7fr*A'&k LTJi. 

n-^ntf;!/, /fvynn'jv, n-7*f-;K ^fV^^ sec-W, te 

r t --n-fr&mofemM* tz\tfrm$L<oc 1-4 7 ^^a^f 

[0 0 2 7] 

^y:fnfcf;K n-T^JK 'fV/f^, s e c-7*fW ter t-7*->K ^>f-^ 
% ^3->;K ^7>^;w ^f-^^oii^lfctfcttfrRttoc l - 8 7 

[0 0 2 8] 

Ci3St^^n^yI^tLT«, «X.tf7 &ft> A*. 3******»f&*«.* 

[0 0 2 9] > ^ 

3- 7«&*P#UjtSMN*^f fcfr*o 8C3-1 OSfrfoRStmt LTii. Mx.tf'>^^ 
y^n^rA y^n^>*>\ ->^n^^r^j-y. S^n^:/*>\ v^n*?* 
Wn;t>, y^nf^A ->^n^?^r>> ->^n^^-t>. isfu^ypyx. 

[0 0 3 0] 

=«:^*38|*JJ:tr»«^*5l^3W»f^^*o RC3-1 5 C0-¥-^> -SI, -St^i* 

n^*-*r> % i/pu^-flry^ v^n*^*^ ->^^t>> ->*n-7'*> % 
> 7XV V A 7^*1^>^ 7it^l/rA 7 > 

tI«'nt7^A ^KKnrXl/A ^;VliKo7^tVA ^KK07it>b 
/<jHiKn7>>5"tA ^;HiKD7*t7f VA ^nKn7* = WA 
tfi/^n^?V^V, ifi/^n^^r-9->. iZi/fv^-ffy ( [2. 2. 1] tr->^n^s-/ 
, \£*y?X2*t* fy^n/tA tf->^nr r *>. 7 y^tfm? h 

1^ iC/* fctt l*0«JW?m4 - 1 SH^m^L Ztifclir^fltt 

-;k hjt'Z-A', x^v-^ia e?v > -/K truy>> ^5-7a tf;$y^ t? 

;K ^vf7'/-A t^t'777-^ **-9-7^>, *+t^7^A **-*7-t£t? 

ttiiiE#2 004-3083058 



mm 2003-330616 



6/ 



y, **wrwy, fTyrz-JK *tt s j>, rrvrvy, +ttW*. * 

TVrWy, 4>K-;W ^Vf>K-^> ^V^/7 5 s A ^>v* 

^ ^ 7 ^, ;i;>> ~>yyy^ ^>v**-9-7-/k 

, -f5*VJ>, -f5/7WA >V77'J>, MJ77Uy:A f b?7TA rh 

fc?^;i>:A fh7t Kntfi; ?r/, r b5t Knkfy^yy. 

ytKn77>, xh^fcKny^y, >>kKnfcf?>\ T Y 7 Kn vfc Kn 

7tKuf7r/ (f h7tKDftf7» . yUKntH'/-^ 7-b7tKn* 
^•9-V-;i/ N ykFD'fVtHy-^ f f7tKo^f7^#t7-;K vtFn-^7 
7- > 7k Knf7V-;K Kn^fvf 77-^K f h9H Kn^f yf 77- 
;K *>W* U ***** } ) >> > * V>f > H'J y, vk Kn^>77 9 A 

„ ^^7yt*V-*> ;<-tKn^>775'A Fn^fv^>775 A /f-fcK 
n/fy^>77 7A i/tKn^>7fi7xA Kn^>7f t7x>, vk F 

n>fv^>7ft7xA A-nKn^y^y7ft7xA ykKo>f>/7-K >< 

ytKn^v^y'JA r h ? t Kn^f 7^^ 'J ^- 1 Kn>f 7^ 7 'J A v k F 
uy9 9*J>, fh7kKn7^7'7A ;<-tKn7^rA ytKnt7f;-7> 

f F7tKnf7f'J'7A /<-HKnt7f'J*;y, ytFn^Mt'JA r^7 
tKn*7*t'JA A-kFn + y^t'rA ytFn + t/'JA rh5tKn*t 
V*ij ,t_ t Kn#t7U>, ytFnyvy'JA f fnFnyvyj A 
Kni/y7'J A v;tFD^>7*W-^, ;^tFo^>7tH7-K vt: F 
n^Ay*7 7-;K A-tFo^77f77-JK ft Fn^vvM 5 ^7-;V> 
tFD^^/^^K ^Vi/****^ ^AV***^y7-tffcf>. ^>7f7 
7-tffcTA. ^>7f7v7^ tf >^ ^>77-t'^'A ^y7y7**t*7, ^fyKnt+V 
T-fe*tf>" /fyKnf F7tKn*we>, >f>Knt*ty7^A -f>Knx 
F7tKnt^ty7-H^A -fAKnf77*^A >f > Knf b9t Knf 77*^ 
A, -fVFnfTWeA r/Fnf t>7tFnf7-77^t°A -f>Kn7^> 
„ OKnrh7liFn7-lft'A W > KdV7< ^ A, ^y Kor f7t Foy7^f 
V, ^777 9f A ^>y*f7y77-JK ^>7h'J77-JK *^7t- 
V**7V*-;K 7tFn*M7-;K rF7tFn*;wr/-;K ;<-tKn*^7 
ytFD7^J'7A fF5liFD7^';7A ;^-tFa7^JyA 1, 3- 

[0 0 3 1 ] 

SIA-C^StLS re&*£WLTV>T*><fcv>8l*fc*J K*5»7* l~M&&J tUTIi, 00 
i(fCl-8 7;Wl if^K n-7o^)K ^7 7nf;K n-^ 

^;v, >fV7f^ s e c-7fJK t e r t-T^K ^VfA', ^*~»K ^"f*f-fr 
. t ^©liti^ii^toc l - 8 7;v+;v*f ) , ^uyyjff^ Wx-tt 

n-yn^^v, >fv7a^A n-7F+A ^77F^fA sec-7b^A t 
e r t-7h*>'**OiS«ttifcttfl , Rtt©C l-4 7^3*'>*«) - - h n* % h 

& 3 ****«) , b'J^o^ h*>>* (fliltf, 3-7^11^ A*®^ 7 7|H 

3^*JR^F, J!ifE*> 7-;» i: i o t F U f ti/;^ f t $f ) 

. ~>7^*> Cl-47Wft* (00 i****> n-yntf;Wf- 
^7 7oem, ^77Wt, sec-7fWt, ter 

t-7******) ,NR 9 R 10 « (*+> R 9 is i?/R 1 0 »±**L-rtL3tt2lLT, 

mtE# 2004-3083058 
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[0 0 3 2] 

***. 7^*--^i, 7**-**n 7*a*->», 7***^*&> 7;v^v>^ 

**"T*^«tt# (D, L, d, 1#) . ^n7f^7 7W«itt# (Wftttfr 

[0 0 3 3] 

[0 0 3 4] 
lit 3] 



[0 0 3 5] 

[0 0 3 6] 
[ft 4] 



[0 0 3 7] 

[0 0 3 8] 
[ft 5] 

[0 0 3 9] 

[0 0 4 0] 
[ft 6] 

[0 0 4 1 ] 
[0 0 4 2] 

ii. T^iJV&m (*V*A, th'JfA, ij^->A4£) ©I, 7**V±£&* (#* 

5> y^ D ^>f;V7rA ^A»7$A 7z^75A ^'J^A 
> 7;w^— > N-^*-D-^*# ^ i?#JnW 
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h'j7^tn»si, ->**ml ^^awu ^wvitt, 

y*y***>m}&, x.*>z)v*>m&, *-y*£-yx**-yWBL 
b;vx>^;v*m 4 *OV*ny@H£, *) 

i:J:otl^tif:Cl~87^;vMSbto ) J: oTHttftSftfc 
[0 0 4 4] 

[0 0 4 5] 

RiSKi!)-**; (I) ^SftMfc^fcfcfci"*^**^^ -«5S (I) 
tLZil&mvfu K??nim (I) t/T$tL5MW75/S* 

f©7 5/i^7vMk> 7JV*Mt, U >iMfc**«.*:'fk'6* - 
tt* (I) t^$fL^^«07^*^^ ML 7 7-ML ^>^7? 

(5--*f-*-2-**v-i. 3-mvw-4-^v) yh* 

Mb, 7-bf + V^fMb, tert-:7*-Mfc**L;fc'ffrfr**) ; (D W*** 

ib^^K***-*-**-^ -to^wft^r^Mk, t**mi> y>BMk *t?mt 

*©#*-#*'/*#A^tMk, 75 KibSftr^b^ (eo*.tf 

it, ^^v^f^rMk, y^f^7U>f^^rMk> tr^a>r ;v**-> 
^ f;vxxfMk, xh^y*;l-**-^^^yif^f;Wt 7 * U y^rMk 
( 5 _^;v,_2-**y- 1 , 3-y*t^VV>-4-'f;v) >f^x^rMk, V 
^□A^^A-t^y^fl'^-^f^TMk, y-7-JVTS K-fk^tLfe^^) KM* 

J:v^ 0 -&5£ (I) ^^tL-Mb^^n K5f/tt, JgJII*jSl990^TiJ mm 

&<Dm%] r^lStt-J 163~198JCfclB«3*vrv»*J:d*, MWfcfl^ft* 

(i) x-7F2tiz>it&m^mt-tz> t^oti sti:, — (i) -e/p^tt 

[0 0 4 6] 

$^OPPAR7^ b • T^* b K*±> i"£;b*>P P 

A R a % y. 5, a + y> « + r + 8 * iyf * + r + 5 Tr ^* h ' T> f h 

[0 0 4 7] 

(I) KfcV>-C, 3£A, X, R 1 , R 2 . R 3 W&t>1-*tL*tL<D%.m 

tBfE4f 2004-3083058 
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[0 0 4 8] „. * „ 

[0 0 4 9] 

oe;H, /fv^n^Vi, 7^**, t e r t ^>^^ 7x -*** 
fc&2, 2, 2->'J7)VtDxf;Ht$)Jo 

R^fciiFR 6 i:t-c»* L<(±. tK*^^ c i -4T;v^;vST**i9> 
r 5 jsitfR 6 «tS»?-i:-ii:*ot»4^f t-Clf f L < (i, C 

mAT^ItL^^^i: LttiKii, c 3 - 1 o <D&mz tzl±~m.^mmxh *) 

>n^7*^ ->*n*?*y. ->?o;t>> i/^nf^yi^^^f), $ 

Z <D -M$Kii£*$j>mmLtzi><DXjbt), it)ffSt<li^Uy>t^l±l, 3--< 
[0 0 5 4] 

#H::iE^L£;fri£&& Wi. Comprehensive Organic Transformations : A Guide to Fun 
ctional Group Preparations, 2nd Edition (Richard C. Larock, John Wiley & Sons In 

c 1999) ^mm2titz*&m*®.^fr^xm^zztxmi$t-rz>zttfx£z>o 
I*. mmLtz-m^. m <Di&kLx&mLfzi><r>&m^btL2> 0 

[0 0 5 5] 

(i) XTFZKtt&mt&mte, (id 

[0 0 5 6] 
[ft 7] 

G>,iT ■ 

ttliE# 2004-3083058 



#H 2003-330616 



: 10/ 



) 

[0 0 5 8] 

[its] 



R 5 R 6 

H °X^ C ° 2R11 (,,,) 



[0 0 5 9] 

-ttfMKfclwiD^^frt-o ) T'^£*i£ft^£«^J£^U (I-l) 
[0 0 6 0] 
[ft 9] 




O z R 



11 

(1-1) 



[0 0 6 1 ] _ 

to^aLi&ftrr* <k «*.ix, '^"^v, 

(7yl'*;V**VfyxfjV (DEAD) , TVV*^*^^ V7*D^ 1, 1* 
- (7^*;V#-^) v^'JvV (AD DP) > 1, 1' -77^ (N. N-y^ 

m <Dft&T, ffi^i-^T^^-Mt^t/t 0-6 0tt*S£>^4:ti:i ^fr&frtu 

[0 0 6 3] . _ , 

*;^^y;vi«Mi Ltli, eUtf*^**. TV/Hk i-?** 

& Mj^nDifiPi, ^>v;u (Bn) & 7xf»H> p > * 

*3|-C*tLtf^tw|R5g$*L3a:V»o Witlf, Protective Groups in Organic Synthesis (T. 
W. Greene, John Wiley & Sons Inc. 1999) KiB«£ fltz Otm^btl&o 

ttitt^mvM&m&mtt&to-?***) , w*.n> d) r^*yini*»», (2) 

*tt*#Tfc*tf*K«*»E^ (3) i»**5M*fcJ:*K«»Rfc. (4) vV;i^> 
(5) «*fflv>*:K«KRJ6, (6) ^««Sfr«rfflv^K«KRJS^*«^ 

[0 0 6 5] 

(i) r^iJ')im^n^^^mmB.m\t> rnmmm 

ttifiE# 2004-3083058 
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(2) BMWTWMWEfctt, ««M ^ Bn ^^ * uu 

7 = V-A*> *;v,^i 

) &t<tttttfco«^ (fl^il JUt**/*BMM o-iootoss-etr* 

3-9J-fr*&) > (^>-*r>, > (7-fcV>> 

>f*xf^b>«) , -f'J** (7*y.-HJiHM , 7 5 K* (">'^^^^ 
7 ?]f|) t|c ft»xf^, m&*-fcte*ftb<D2&±.<r>Wi&fe1&&) **R (Wx. 

) ©apfiET, #JESfettinET©**#H«T*fctt^m7>'^-^A#<£T, 0-2 0 

(4) ->U^*oK«KREB»i. * i: iftSD L $ a #«i£«fc rf7tf 

-4 ox:offi.m-eft*t>ti2>o 

(5) «*JBv»fcK««KlStt, «tt*it (M> pH4.2-7.2©*««*fc 

(6) &****JBv»*K#*RJ6«\ (00 xJ*. ^ nn ^ v > y 
> f ;i//t;>A7 5 K, f f7liKD7 7>, ffi®xf^ 7*h->UK v**^. 

ftfltt »lk 2 -^^;v^ J f^>m^) *J:O r /*fctt*«BWtt (Wa- 

# (0fl/t{£> fh7^PJ7x^W7r^7"77A (0) > -.mt^A (b'J7 
x^7^» /^y'9A (II) . ^7^7^ (ID . 
;i/*^7-f>) n*>«7A (I) £fflv*T. 0-4 0TC^aK-etr*^tL4o 
[0 0 6 6] 

£fc ±ffiMC^ #0x.i£> T. W. Greene, Protective Groups in_ Organic Synthes 
is. Wi ley, New York, 1999fcB«S tltz*&K X o T, »*WKl6*tr 4 } - fc*** 

B»jSi#*fctt«»kur»v»*-W: (i I) . ^iO' U I D T***L*ft** 

ti, **v»tt&fil©^tt, ^xl^> Comprehensive Organic Tran 

sformations : A Guide to Functional Group Preparations, 2nd Edition (Richard C. 
Larock, John Wiley & Sons Inc. 1999) KEtt* tl^Sc******'*^''** - * * 

{0 0 6 81 

-ft* (I) ^3***S&i»;fb#toHU ±BK*L*:Jemo^rtt, tfflx-tf. <Zr^J(7)^ 
TComprehensive Organic Transformations : A Guide to Functional Group Prepara 
tions, 2nd Edition (Richard C. Larock, John Wiley & Sons Inc, 1999) J KaB*3*i 

mgE# 2004-3083058 
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[0 0 7 1] 

£iIJ;E-r&.r ^:# s •'C#&o 
^fllMj3i:tm* ) ^goteT•^^Effl (l) : 
KKAy/Ta Jclv-7*0#m*5 * tfJfiLiHMfcfcWSfeU jliL«MI[«r»«C»^»tSrtr*V>, #J 

mi+TGicttixt, jflL^^>^v> -mmmmm. (nefa) , wgot • gp 

[0 0 7 2] 

KKAy/Ta^^^K^Jt*«&A«F<OJflL«. IfiL»M U NEFA«> S VMiJflL«+ T G« 

L X d i: j&*7j?ift £ *t 4 o 
ifiLMfe.t^JflL^^W^&T^ffl (2) : 

Zucker fa/fa?? > (*«*Crj- [ZUC] -fa/fa) , XOTEIWtBMMtHeaii* v h (* 
$E£Crj- [ZUC] -lean) <&M:J3 J: tfjfiL* • NEFA • T G N dfetf HHbAlcaUKtlMST* . 

[0 0 7 3] 

Ktt#-5-H*&lk «-NEFA- TG, ^O r t:HbAlc*K*«3fe't- 

*o ttP«IHWW (OGTT) *§WftU fSi5fcf^^tFit^ OGTm, -to 

MB J: IXMtfcU SB, ^;^-Xifc2 g/5 mL/kg**aM^ 60^atTl20^«OJllL»« 
isJitf, iflL4»^^^U > -NEFA- TG, GOT, G P Tilfetf fclffM«*«»5£-rs« 
[0 0 7 4] 

Zucker fa/fa? ? h K:i3&7*f&^B#OlfiL*i, Jk*>f U NEFA, HbAldfi**V>tt 

iiPPARy <D£.mzisV2>ftmtKm%:LX^Zo IFFMliintiPPARaO^^islt 
* flH£< b * Re* b "C C t $ tl & o 

iflLMfe j: xm*tem(Di&rfftm (3) : «.**«c±,i 
* ^ * >r * * tuft&JMfciK k t * & c*«ttftaa r «'fb"t * o mmvteWL z Mfc l , 

#3-»t fcfrfc v»«tflt«v» »±*5& W< b-fr«y3 — 100 mg/kg/day t-t^'Bl 
0»fflH**Hv»-ClBllflU WMHMIrtWr*. ^^S^SSJ 

St (GOT-GPT-7**'J7t^77^-S - ifeSfiK 1 M^M* • ? ^T^~> • 
^ V 7 f-y^t--if • U • jfiUtt • TC • HDL • LDL • TG©i«) £i" 

tbiE# 2004-3083058 
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SI (lR»n«9«IRI«n) K 2, 3^«JflLU, jfeflt- TC • HDL • LDL • T G * 

jE# * I ^ -9* Ji/ £ »* * ^mB#« TGI, TCi%?)^:LD L -(fiOlSTfPffl ti^i 

o ^H^«OTG±#^Wii-4^^i3V^TiCtL(±TO$tLSo 
[#14] 

-ft* (I) T^3ft**»W<frfr»**:«:*«>tt^ PPARiT^hftffl^ 
HDL3^tn-JHm LDL^;79^«llftii*M, #t:3 ^ T °: 

ftllB]fiL& Mill |3^fn-;Hl, ftHDLM, liLDLM, I5TG1 

-ft* ? (I) T^Sfi* ft** 1) Wit&m^VSte XXf/ttztete 

««*0*l**J:lf/*/sl±iiMI, 2) |^i«'fWI> 

[0 0 7 7] 

-ft* (I) T?^3*l*ft***;fctt*<0*fc^**^#^ tt - lOWWCM 

4fc, MiCtWB, -ft* (I) T***!.*^***^*^* * 
3fcK&#L. t«I^M4LTUv>U ilfeo**J*3fcfcB:-5-L, -ft* ( I ) y 

[0 0 7 81 

**V**K (DNA> RNA> «B=F) , T 5*=»>f, 

usts^tKt^t^o t tz, *%wft&®tm<»mM<om&i£i±, 
*m*xzm** »#n*»u iHb*4^^aijw? 

«fflv»*Ltf x v* 0 flioai#jn£JLTt=^i-ma*^ * tma#*e>fc*fc 1 as 2 am 

[0 0 7 9] 

* (i) T^*n*ft^*fett*^*^i»* iV /* fctt ***** : *** J:l|e/ * 
^SLf 8 -ft* (i) T^?ti,S'fk^t^{±'?-^^^R®i r ^ 0 ^ :fe ' tu?/ ' $ 

fcttttaifcfc©^**^ i-**?*>ffi«5fcWJfctrtt, m*.\i* MTP (Microsomal 
Triglyceride Transfer Protein) If^K HMG-C o AlTCftlf i> 

*IM*U (7^'J«ft) > ACAT (Tv;vc 

oA-nWfn-;!' 0-7'>;vb5^7x5- V) HtfHRK 5 - U 
M#K 3W*rn-/uiftJRK#aU flEtt-BHftJRIfi**^ EI»NaVIIt1-»#tt3H* (ilea 

ttl|E# 2004-3083058 
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1 Na + /bile acid transporter; IBAT) ffiSftk LDLSfftiMSI • S§5i_Jf # 
'J/*--t*M3<k 7 P ^7'='-;^WJ^ -=*^>mS^k foWS^Wrn-Mg 

10 0 8 1] 

MTPG&WJi: LTli, BMS- 2 0 1 0 3 8, BMS-212122, BMS-20 
0 15 0. GW- 3 28713, R-10375 7WW^*L&o HMG-C0AI7C 

/V7/U^f^ n vW^^y^&^f'b^&o ACAT|?fl»J 

iLtlt F-1251K F - 1 3 9 4. C I — 1 0 1 1 % ^ U K^W£tf <b*l& 
o V>v>-b^--t*PflWJt Ltlt TAK- 4 7 5 ^7& ? W<b tLSo 7^7*7- 

b^WJt ^7^^-^ ^n-7^7*7-b, ^t*7^7*7-b^ 7x77 

4 b^^tf hfiho ACATHSWJtLTti, C 1-1 0 1 1, FCE 2 7 6 7 

7, R P 7 3 1 6 Zm^mf btl&o ^ \s*T u-^mMM^n £ LTfi, ^W^-fT" 

£0 LDL^Mtti^] -5liaii^Ji:LT(±, MD- 7 0 0, LY29542 7^** 

II^iJ t HMG - C 0 Alxf fit i ffl L^r^i:, B##r, m^I&M^W?- 

m <d * k it , WL&mmmm^SL-t & - 1 & < juktc at mr * ^je-c t * nr * „ 

[0 0 8 2] 

r/xr/m dp wr*-*-*) 4it#j, /?3 

[0 0 8 3] , „ , 

, ; KWif^tis. err* 4 K^a-cii, *»y7**5>, mm.* h?*^ 

fctLSo DPP4lfi«#Ji LTii> NYP-DPP728Alp3& t ^tf ?>tL*o i?3 7KVt'J 
WtVmMt LTfi, AJ-9677, BMS-210285, CP-331679, K 
UL - 1 2 4 8. LY- 362884, L- 7 5 0 3 3 5, CP-33164 8«***»f 

[0 0 8 4] 

^tfe^So /!3 7KVt'J V^MJtLtli, A J- 9 6 7 7. BMS-2 1 
0285, CP-331679. KUL - 1 2 4 8. LY-362884. L-7503 
3 5, CP- 3 3 1 6 4 8fW?)^S, -ten h-> • /^^7'J V • >?f 

[0 0 8 5] 

miE# 2004-3083058 
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[0 0 8 6] 
[0 0 8 7] 

[0 0 8 8] 

—is&t (i) -c^stLS^i&wfb^tfett-t^^ *fc*±— (i) TTpZiLZik 

[0 0 8 9] 

#it. ftsa^w^^i sinr 

, J&A—AMtz*). lmgHl 0 0 Omg WttfflT*— 0— H^felkiaftP 

— ®36*e>»ia*ftp«:^*^*^ a mtwa^ 2 4^ra<oiEffl-c»iRi*itc«F« 

[0 0 9 0] 
[0 0 9 1 ] 

[0 0 9 2] 
[0 0 9 3] 

i«5i -5 satrtflRfflH^JK^v^-cti. t>fcot;fctt*ft&±offi1±«»R»i iris 
ifzitmMM (y?Y-x. w^h-ZK yjvx-x^ *>NMI -fe ^ n - * , T>7>m 
) . tt^J (tKnJfy^nn>-lr;VD-7, tf— ;Vtf n 'J ^^^^^7^5 

[0 0 9 4] 

SSfcttlUfcSfLfco 3 Sl*l*k RflHbJSU ?L<b^J. JM#h 

[0 0 9 5] 

^gnS4<of^ Wfl#Jo*iJ3&K:«u SfcWflk y*ak *'J-a*U 

[0 0 9 6] 

H1BE# 2004-3083058 
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!ittiissi/:iiiiM»^;v (TW^m. sw$*>m, *t 

fit? y;>> 11^7 7^1) . ^U=r-;b^ (xfV>^'j3-;K yxfl/>/'J 
3-)V ^nev^'jn-^ *'Jxf W/^'Jn-^ •^ori'-.M!) . M/fa _( 

±k^Ltfflv^Wo s<bK. «ai#J. Scj&ftau ^^J> *»J^^^ 

[0 0 9 7] 

7;vri-;v4£) , y;Hk^J (a***-:/**-****-*, tFn^yxfjR;vn-^ 
V y^yyn;V-;V7 5>f) > MS^i (^^77'J^'Jxf W//'J3 

[0 0 9 8] . . 

®7;v3-;k ifclbfclitm. $HB7*3-* (rntfi/^y n-*, . i. ^ s-^f-v 
^^ijn-^f) , iMR7*3-* (2 -^^r^^T'Tjy **;-**£) . fLit^J 
(*U**v^w^7)V*^-x)MgL JitJfti^*^^) . tK, MsttEit^k rt> 

[0 0 9 9] 

zti&tnm&mnz&MKmumt^ m&mt traits *u> 0 

l*i^J ii^ftl* S v^tilf ? v> S *><7)^fbM(;r*L&o ^x.{^> *i»J (#'J7 
Klh^J^P>S^tL^^om®t7c:fi2«m± : Srfl^UTffiv^tt^o 

[ 0 1 0 1 1 , _ v ^ 

miE# 2004-3083058 
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[0 10 2] 

ittf&fi, Wz-lt, ^m^Vfm 2,868.691 -t ££0^1113,095,355 ^K#L < IBI&$*1 
[0 10 3] 

#k ?tfi?M»J 7*'<?^>Bl* #'JVM-f8 0 (a«is») «so 

fiboti <fcv> 0 
[0 10 5] 

t tt e> oi&Aaj li&zaofrm urn c r s & s *l* o 

[0 10 7] 
[0 10 8] 

10 10 9] . . ^ 

[H^o^*] 

[0 110] fc _^ 

iSfltm^E )|3Wfn-Mfe &HDLlfiLM> 

tB5E# 2004-3083058 



$frm 2003-330616 



^-v : 18/ 



[law 

Jtf\ iisee c «t o x*&w * mft-t *> a*. « - tt & i- z *> v> * ^ 

*»iil*0#i&v:ov>-cJBIlTK^t-« ^EiWS't'fcJflv**:^*^ IUPAC^i 

m « ittmt tz ti-flsitt kiupac ©siaw^* s**3>^a-^<k**L 

-> 7 x A , ACD/Name T M (A - S> a 76. 00. Advanced Chem i st ry Deve l opment Inc . ttM 

[0 113] _ 

NMRIi, 3 0 0MHZO 1 H NMRtf>iM£<ir?*> 0 > NMR <omW\ KtfZ tiX^Z ii 

mmm 1 

[3 _ ( 2 - |5-^^;V-2- [4- (f'J7^n>h^rv) 7*-*] - 
1; 3 4 ;v} x^-» - 4 ->f^7x-^] 7-tr-h 

T/urf^SMHjRT, (3-l;KaJfV-4-.>f;V7i-^) 7*7— > (1. 

00 g) ^m-ft^f-l/V (22 mL) «Fifcfc2- |5-^^^-2- [4- (b'J7^n^ 
h^-» 7i-;v] -l, 3-***v*-^-4—f ;M 3-9 J (2.00 g) , h U 7 
i^;w*7 7>f7 (2.18 g) isitfl.l' -(7V^*^*-^)y^Vy> (2. 10 g) 

tt&m*WZ (2-38 g) o 

TLCiRf 0.62 : »»j.^^=2 : D ; 

NMR (C D C 1 3 ) I 5 8.05-7.99, 7.30-7.24, 7.05, 6.77-6.72, 4.24, 3.67, 3.56 
, 3.00, 2.75, 2.15, 1.29 0 



[3- (2- \S 2- [4- (h'J7;vtn^ b ^fy) 7*-JI/] -1,3- 
[0 114] 

Mfei o] 

F F 




CH 3 

[0 115] 

Hifcfl] 1 "^MLfcffrfr* (1.90 g) Of h 7 H Kn 7 7 > (10 mL) t ^ 9 J -to (1 
0 mL) (D&&mmz* 2 N tR^T" h V 7 ^tK« (10 mL) SrJn£ , rM"C0.5I^W*fF 
Lfco RJS«*»fcl N « (25 mL) ^Dflx. ;i/ti«Lfc, #«»*«tfD*: 

Hft'fr* (3.66 g) 

TLC : Rf 0.40 (7 n : > * 7 -;v=9 : l) ; 

NMR (CDC 1 3 ) : d 8.00. 7.25, 7.05, 6.76-6.71, 4.22, 3.58, 2.99, 2.76, 2. 
14, 1.29o 

t^to (3-H Kn*->-4->f-*'7*-A0 
1-^7^^-;^^^ *5.fctf2- \S 2- [4- (h'j7^o^*"» 
7i-;V] -1, 3 -**-9-V->l'-4 -W>I/| J.^7-A/©^*>*) twfflS-T*7^3- 

mSE# 2004-3083058 
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*mut*m»x* mmmi-*mmm2 tmmonm-nL. &T<D*.5tmtem*wz 

o 

[3- (2- |5->f-;v-2- [4- (MJ7;^n>f;v) fef^'J 1 fr\ 

-i, 3-f-TV-;w-4-^f;v| i>^v) 

T L c : R f 0.49 (^do*;va : * ?y-;v=io : i) ; 

NMR (C D C 1 3 ) : 8 7.24-7.17, 6.87-6.77, 4.16. 4.00, 3.59, 2.93, 2.90, 2.2 
9-2.12, 2.24, 1.93, 1.67o 



[3 _ (2 - j 5 --fu 2 - [4- (b'J7A'*°^t^) 7x-^ -1, 3- 

TLC:Rf 0.52 (^nn*;i/A : ^ ^y-;i/ = io : l) ; 

NMR (CDC Is)-: 5 8.08. 7.67, 7.22. 6.82, 4.23, 3.60, 2.99, 2.70, 1.74, 1 
.00o 

[3- (2- i 5 — -f V7°nti;v-2- [4- (PJ7^tn>f^) 7x;;H -1, 
3 _^-dr^-y-;V- 4 .x.>if-i/) 7x^)1/] 

tlc : Rf 0.49 (^nn*;i/A : * *y-;v=io : l) ; 

NMR (CDC 1 3 ) : 8 8.08, 7.67, 7.21. 6.82, 4.22, 3.60, 3.17, 3.00, 1.34 Q 

[4->^;v-3- (2- |5-^nt?;V-2- [4- (hn^n^f^) 7x^)1/ 
] -l. 3-^^-9-y-;v-4 -4M -*-b*v) fttt 
TLClRf 0.50 (^nn*;i/A : p< */-;v=9 : 1) ; 

NMR (DMSO-de) : 8 12.22, 8.09, 7.83, 7.00, 6.84, 6.69, 4.19, 3.47, 2. 
96, 2.70, 2.02,1.66-1.59, 0. 91 G 

[3- (2- |5-/fV7'nf;V-2- [4- (F'J7JVto^f;V) 7x-JH -1, 
3 4 ;V) .xHriO -4->f^7xi^] gf;& 

TLC:Rf 0.47 (^nn*w : ^ *y-;v=9 : l) ; 

NMR (DMSO-de) : S 12.22, 8.10, 7.84, 7.00, 6.84, 6.68, 4.20, 3.46, 3. 
27-3.13, 2.97, 2.03. 1.26 0 
8 

[ 3 _ ( 2 - |5-^;V-2- [4- (h'J7Wn>f;v) \£<<V V>- 1 -4 
_ x 3 _^. 7V >_ ;l/ _ 4 _>f ;v| x>dr-» -4-^f^7x-;V] ^ 

TLC " Rf 0.54 (^nn^;i/A : ^ ^y— ;v = 8 : 1) ; 

NMR (DMSO-de) : S 12.22, 7.01. 6.81 , 6.69. 4.12. 3.98-3.78, 3.47, 3. 
06-2.76, 2.63, 2.54 , 2.04, 1.94-1.76, 1.60-1.44, 1.12 e 
jlfeffil 9 

[3- (2- |5 -W 7 7nH>-2- [4- (F'J7Wn^h + -» 7^-^] -1 
3 _^-^^>/-;V-4 --f ;V| x^Jfy) -4-^f^7x-^]ft^ 
TLC:Rf 0.39 (^nu*;VA : > ^y-;w = 9 : l) ; 

NMR (DMSO-de) : 8 12.23, 8.04-7.99, 7.48-7.45, 7.00, 6.84, 6.70-6.67, 
4.19, 3.46, 3.22-3.13, 2.95 , 2.03. 1.25 Q 

mmm 1 o 

[4 3 - (2- |5-^>i^V-2- [4- (F'J7Wn>f;l/) 7^;v 
] -1, 3 4 --f xhtV) 7xx;p] ft| 
tlc'' R f 0.25 (?nnwA : ^*y-;i/=9 : l) ; 

NMR (CDC 1 3 ) : 8 8.07. 7.65. 7.03. 6.75. 6.74, 5.89, 4.22, 3.55, 2.99, 2 
.71. 2.13, 1.66. 1.35. 0.90 o 
1 1 
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[4 f-^-3 - (2- |5-7x-;v- 2 - [4- (FV7^D^f^) 7x-Jb 
T L C : R f 0.51 (^nn*;l/A : ^ ?;-)l'=9 : 1) ; 

NMR (DMSO-de) : S 8.25, 7.89, 7.85, 7.53, 7.43, 6.97. 6.89, 6.69, 4.3 
5, 3.48, 3.30, 3.29, 1.91 c 

mmw 1 2 

[ 3 _ ( 2 - )5_^^;v_2- [4- (b'j7^tn>f;l/) 7x-*] -1, 
r 4 -4 ;H x^y) 7x-;H SS 
TLClRf 0.45 (^nn^JVA : * ?/-;v = 8 : 1) ; 

NMR (DMSO-de) I 5 12.27, 8.05, 7.81, 7.19, 6.88-6.74, 4.28, 3.50, 3.1 
4, 2.46o 
ggjifeffJ 1 3 

[ 4 _^ 3 _ ( 2 - )5-^^;V-2- [4- (h'J7Wn>f;v) 7x-)H 

-1, 3-^77-^-4-^^1 xfJfy) 7xx;l/] f^f 
TLClRf 0.47 (?nn*M : ^ ^y-;i^ = 8 : l) ; 

NMR (DMSO-de) : 8 12.23, 8.05, 7.81, 7.01, 6.86, 6.70, 4.27, 3.48, 3. 
16, 2.46, 2.02o 

1 4 

[4-^f-;v-3- (2- \5-*?-A'-2- [4- (b'j7;Vtn> f^f-y) 
] -1, 3 -^-dr^V-;V- 4 --f ;V| xf^y) 7xXjV] ft=& 

TLCiRf 0.20 (^do*^a : ^ ^y-;v=9 : l) ; 

NMR (CDC 1 3 ) : 8 7.98, 7.24, 7.04, 6.75-6.73, 4.21, 3.56, 2.98, 2.36, 2. 
14o 

^mm 1 5 

[3- (2- |5 -W V/nfcf/l/- 2 - [4- (b U 7^to> h^rv) -1 
TLClRf 0.21 (^nn*;vi* : ^ *y-;v=9 : D ; 

NMR (CDC 1 3 ) 15 8.00, 7.25, 7.19, 6.80, 4.18, 3.56, 3.14, 2.97, 1.32 G 

^mm 1 6 

[ 3 _ ( 2 - |5- (2, 2, 2-HJ7J^nxf^) -2- [4- (b'J7;Hn> 
^;v) y*~)V~\ -1, 3 — 3j- * -9" V— >u — 4 — W JV| xf^-y) 7xx^] 
TLC:Rf 0.30 (^nn^A : ^ *y-;u=9 : l) ; 

NMR (DMSO-de) : 8 12.29, 8.13, 7.90, 7.19, 6.82-6.79, 4.23-4.04, 3.50 
, 3.06 o 

^mw 1 7 

[3- (2- |5-7 p nlf;W-2- [4- (h'J7^tn>f^>) -1, 3 

-9- 4 ->f M xh^fy) 7x-jv] l£& 
TLC : Rf 0.27 (^ n n*;VA : ^ ^ y -;v = 9 : 1) ; 

NMR (CDC 1 3 ) : 8 8.00, 7.27-7.18, 6.86-6.78, 4.21, 3.59, 2.97, 2.68, 1.7 
4, 0.99o 

mmmi 8 

[ 4 _^;v_3_ (2- |5-7ntT;v-2- [4- (h'J7^tn^ h*y) 7xx 
;u] -l, 3 -^-^r^ 4 ;v( ^h*~>) ^ 
TLC : Rf 0.21 (^ nn*n ; y * J -;v=9 : l) ; 

NMR (CDC 1 3 ) : 8 8.00, 7.24, 7.05, 6.77. 6.75, 4.23, 3.58, 2.99, 2.69, 2 
.14, 1.71, 0.99o 
ggjifefffll 9 

[3 - (2 - I 2 - [4 - (hV7JVtn>h^ry) 7xx)b] - 1 , 3 - 

TLCiRf 0.31 (^dd*;k : ^ *y-;v=9 : l) ; 
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NMR (CDCls) I $ 8.00, 7.27-7.19, 6.86-6.78, 4.21, 3.59, 2.97, 2.70, 1.6 
6, 1.40, 0.95 o 

mmm 2 0 

[ 3 _ ( 2 - l5_7*^;v-2- [4- ( h U 7 a y h 3f v) -1, 3- 

TLCtRf 0.35 (*nn*;i/A : y *y-;v=9 : 1) ; 

NMR (CDCls) : 5 7.93, 7.17, 6.89, 6.68, 6.61, 4.54, 4.11, 3.43, 2.88, 2 
.66, 2.06, 1.60, 1.36, 0.92 o 

[4 _ If . ;v _3_ (2- |5 2 - [4- (h'J7Wn>f ;v) 7x^] 
-1, 3 -**-*V*-^- 4 ;W 7x-JP] 
TLClRf 0.41 (^nnw : y *y-;i/=8 : 1) ; 

NMR (DMSO-de) I 8 12.24, 8.09, 7.84, 7.00, 6.85, 6.72, 4.19, 3.48, 2. 
96, 2.44, 2.38. 0.98 o 

(3- |2- [2- (2, 2-^7KO-l, 3-^>^/t + V-;V- 5 - W - 
5 _^^;V-1, 3-^^-9-V-;v-4-'f ;v] xb^l -4->f ;>7x-;V) 
TLClRf 0.31 (^nn^w : y *y-;v=9 : l) ; 

NMR (DMSO-de ) I 5 7.84, 7.76, 7.51, 7.00, 6.83, 6.69, 4.16, 3.46, 2.9 
2, 2.34, 2.04o 

imm 2 3 , . 

( 3 _ |2- [2- (2, 2-^7^*0-1, 3-^>V*v^^V-;V- 5 - -f - 
5 -yntf;i/- l , 3-***v*-X/-4-'f ^h*->l 7x-;i^) ftS 
TLC'Rf 0.30 (^ nn*)VA : y 9 J — fl" = 9 • D 5 

NMR (DMSO-de ) : S 7.85, 7.77, 7.51, 7.18, 6.79, 4.18, 3.49, 2.92, 2.6 
9, 1.65, 0.93o 

gyfcff!)2 4 , . 

(3 - |2- [2- (2, 2-^7^*n-l. 3 ^t4f V-*- 5 - 
5-7*nfcf;v-l f 3 4 ->f ;v] ^ b*v| -4->Wx-^)ft 

TLClRf 0.33 nn*;^ : y ?y -;V = 9 : 1) I 

NMR (DMSO-de) I S 7.84. 7.77, 7.51, 7.01, 6.85, 6.70, 4.19, 3.48, 2.9 
4, 2.68. 2.04. 1.64, 0.92 o 

mmm2 5 

(3 - |2 - [2- (2, 2-^7^0-1, 3 -^>Vv*^V-;l/- 5 ->f ;W - 
5-^;7nn>-l, 3 -a-^V-*- 4 ->f ;v] J- h *~>l 7x-;v) 
TLC'Rf 0.25 (9 nn*;vA : y ? y -;v=9 : 1) ; 

NMR (DMSO-de) I 8 7.87, 7.78, 7.52, 7.18. 6.81-6.79, 4.17. 3.50, 3.18 
, 2.93, 1.27 0 

( 3 _ |2- [2- (2, 2-y7*tn-l, 3-^Wv^^V-;V-5-^^) - 

) iffcii^ 

TLCiRf 0.37 (?dd*m : y *y -;i/=9 : D ; 

NMR (DMSO-de) I 8 7.87, 7.78, 7.52, 7.01, 6.84, 6.69, 4.19, 3.48, 3.1 
8 , 2.95 , 2.04, 1.26o 

( 3 _ |2- [2- (2, 2-^7**0-1, 3 -^'✓'/^*V-A'- 5 ->f ^) - 
5 i , 3-^^^>y-;i/-4-^;v] x^->l -4 -^fJV7x_;v) ftm 

TLCiRf 0.26 (^ od*m : y * y -;v=9 : l) ; 
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NMR (DMSO-de) : S 7.86, 7.78, 7.52. 7.01, 6.84, 6.69, 4.18. 3.48, 2.9 
4, 2.73, 2.04, 1.21o 

-#55 (I) T?*3*l**S&9H&&***. PPAR7^hftttt*t«£tttaT 
(1) t hPPARtfflV>fc^>7x5-H7yfe'fO#ftWW 

SH"*'** * — fcflsjfti"* Ittt, PicaGene Basic Vector 2 OSiS^ 3C$^ ^tt. 
**n^No. 309-04821) H^7x 7 - -tf •? W U TK/n?-^ 

£*>o P TK£ (^nvt?^ #*n^No. 6179-1) ^If/J^^n^- * -JS 

ttfcUT, TK7"n^-^- (-105/+51) £IBTO;V -> 7 x 9 * -pT 

K-Luc.*f&fcLfco TK7°n^-*-_tij!L^ »«©3fcWE^H ; f--C**Gal4«e©lB* 
BB?!U UAS*4 0il^jgLfci>^>- 1 J--IB?!)*#AU 4xUAS-TK-Uc._fcflMfc U V 

5'-T (CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

O <fc ? KffrSLfco -fft*?^ PicaGene Basic Vector 2 (jgjq a n£, >**t, * * 

n^No. 309-04821) ^nt-i'- •x^n-**l« 

GaliifiOD N A^«. ltl*?. 1 4 7f Si mifi^'J * a - Ki"« D 

NAT«i:, UPPAR«^ 7 i fcli * O 'J K»#i«* 3- Kt 4 DN A#, 7 
V-A^o i^KM^Lt, PicaGene Basic Vector 2©^n^-^- • *^>t- 



y ifclijO'J Kft-MIWOT? 7 5fc»£l±, SV40 T-antigenfi*<0«8tfr->^*" 
;K Ala Pro Lys Lys Lys Arg Lys Val GlyfcEU *>Hi**-:/**fctt»3«e 

Tyr Pro Tyr Asp Val Pro Asp Tyr AlafcBHWfclha K > *MKWZ°t & £ ^ 
NABB^lJt L/Co 
[0 118] 

thPPARa, r ±1Z\*8<OV1TV Ftt-MW* cUiw fc«£*fciP«Wfrl±. R. M 
ukherjee<b (J. Steroid Biochem. Molec. Biol., 51, 157 (1994) #RS) , M. E. Gree 
n«b (Gene Expression., 4, 281 (1995) #RB) > A. Elbrecht<b (Biochem Biophys. Re 
s Commun., 224, 431 (1996) #HB£fcttA. Schmidt h (Mol. Endocrinology., 6, 163 
4 (1992) #18) ^ISm^tL/^ t h P P A R fc, 
tbPPARa'jr/ Ktt#«« : Ser 167 -Tyr 468 
thPPARy'J^ Ki^« : Ser 176 -Tyr 478 
tbPPARSVr/ K**«* : Ser 139 -Tyr 441 

(tVPPARyl, hPPARy2Ti±Ser 204 -Tyr 506 K*B^U ^ < W CJtafeE^T 

P P AR'J K*&^:tt*X*L;fcGal4£atf>DNA*fr6^Wfc* 1*B**?» 1 4 7# 
|Jt s «?575yrao* ; S: :i -Kt4DNA ; S:tt4l&l / <^^-^^ T ^L^o 

(2) thPPARa, r ^;li5^^;v->7x7-€77*^ 
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(DMEM) K^Mskm (GIBCO BRLtfc, * 9 u THo. 26140-061) 1 0 

i 9 «2JDU 3 5 OU/ml^-vU >G fc50^ g/ml<«m* h V"/ 

[0 119] 

l/jje-^-jte?-. Gal4-PPAR3£il^? ^-OMDNA*, l±ttMAT^b7 
^7i^-> 3 VfclRU JWIli&fc^fclO cm dishfc2 x 10 6 cellsJMLT* Jfilft* 
4:v>Jff»-C-EI«s»ilffi**U/S|k, |WI^10ml«rlrax.^o Utf- 9 -mte* 1 0 t* 
g, Gal4-PPAR^^^^-0.5// g iLipofect AMINE (i§q n q£, GIBCO BRL*±. * * n ^No 
18324-012) 50// 1 4:i< WtfQ L> ±Ri£*dishfc«6ira L-fco 3 7 tt^««:5-6flFI 
lOml^aW^J&iBJflLfllf (GIBCO BRLtt. * 9 n ^No. 26300-061) 2 0 %£Hrtfi£*iL 
fcJBilfco 3 7TC-C-***Ufclfc. 8000 cel 

is/100 u \ vm-io%mmM/vien<ommmmr- 9 6^v- n^wiiu *n*wi&* 

L«Btt**ft» Ufc fc § > «b»K© 2 «»K*#tr»W^k^»ODIIEII-10«*«fJflL*#«. 
100^ 1 **iJQLfco 3 7"C-C»4 2B$P^*U tS«ot;^>7x 

[0 12 0] t 

-eo^*. fcftWflS'M&M:, PP AR8 \ZtS\^X&fi1zTl=-* Yfe&*7FLTZa 

SD?^h«3^rn-;vM (5.5%tT-^^^> 1.5%3VXrn-;K 0.5% 
3-/u»£«^LfcCRF-lB^«*k t'Ji^^tt-^) i^AT^ 
? KEH*£*ffll5£U *©#tt^?>-*-*K*:i8lj£L.fco «95&EBtt. LDL, HD 
L. TGf> NEFA, TCit*^o HDLilKi:io*<^l)^^v\ &Bri><b6 
BW&tt-CfcB — Sft-frW***!* (0.5%^f-^-b^n-7.7K») KSflBS-^TaHWai 

TG> HDL. LDL, NEFA, TCffi) *fflfcLtz 0 ^ftiPHb-frfcttfl!* 

CD (SD) I G S ? ? > fc*»9HMrtb 3 * * 7 L 

tlBlB, 2»HIR«£P8:#U f^flB, Jfitfft£<t3*W (AST 
, ALT) , JflL^K) (jfiL**S0 s toZXflimMM&to (JiT> '&s *) tk&*M1MLtz 

[R#J08] 

sy?J'f?!l 1 

. [ 3 _ ( 2 - |5-jl^;v-2- [4- (b'j7JVtO h+v) 7x-JU] -1, 3 

-**-9-V-;i'- 4 -4 ;H h^v) - 4->f;v7x-;v] IfciS ( l o o g) ; 

• f-zu-lr/un — ;* #;v->^ A (ii^J) (2 0 g) ; 
■^f7r/^^^'>7A (Srt^J) dog) ; 

• IRJBfft-t^n-^, (8 7 0 g) o 

2 , ^ _^ 

7>^^l^*«r#^ 0 

. [ 3 _ ( 2 - j 5 _i^;V-2- [4- ( h 'J V fr* n ^ b * v) 7x^;VJ -1, 3 
-X^V-fr-l-JM -4-^f;i'7i-^] ^ (2 0 0 g) ; 

• W- b-JV (2kg) ; 
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. (5 0 L) o 

[0121] 
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[mm] 

Sequence Listing 
<110> 0N0 Pharmaceutical Co. .Ltd. 
<120> phenyl acetic acid derivatives 
<130> PPJP-27 
<160> 3 

<170> Patentln Ver. 3. 1 
<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response sequenc 
es 

<400> 1 cn 
tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 

gcgacggagt actgtcctcc gagct 

<210> 2 

<211> 9 

<212> PRT 

<213> Unknown 

<220> 

<223> Nuclear localozation signal derived from SV-40 T-antigen 
<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 

1 5 
<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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m itmmntt #12003-330616 

£tt#-i§- 50301565232 

fi^t ^3£S^±J^ 0 0 9 4 
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[***] ^ 

[SESfrS'] PPJP-27 

[ffiK**] #M2003-330616 

[»BU**1 000185983 a D 

[ft*xi±**fcl ^»jKax*«^:^tt 

[3MWBIE1] 

[ffijEfc|-**Si*] #HfM 
[*£***£ B*l 

[*iIEtf>l*l#] 

[#MXl*J^r] *Rtff= l§SBI§«^#HT 11*1* /hfI n D n Xift^i 

[ft*] ^iii 

[ffiJrXIMJJr] *Bff=»I»»W«#HTBltlf /he« B BlfftS#tt 
ft 

[ft*] fflftl 

[ttBrX»i©3r] «#JMR#»HilWlU#^^^*->-TB5*2* /M?IHn n n 

[ft*] ^7C 

Roflft] f&W#ft*<^aRIB*triEb* tTto 
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t^lHIOff #12 0 0 3 -3 3 0 6 1 6 

50400027890 

tfi^f K£ 6 8 9 0 

fpj&B W16^ 1^140 
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